Abstract: The HepaRG cell line is a well-differentiated human hepatoma cell line proposed as a surrogate for human hepatocytes, especially for hepatic detoxification studies. Polarized status of drug transporters, i.e., their coordinated location at sinusoidal or canalicular membranes, which represents a key hallmark of hepato-biliary drug transport, remains however incompletely documented in HepaRG cells. The present study was therefore designed to analyze transporter location in HepaRG cells, which exhibit mRNA expressions of most of hepatic transporters. HepaRG cells were demonstrated, through immunofluorescence staining, to express several drug transporters at their sinusoidal pole, especially the influx transporters organic anion transporting polypeptide (OATP) 1B1, OATP2B1 and organic cation transporter (OCT) 1 and the efflux transporter multidrug resistance-associated protein (MRP) 3. In addition, the efflux transporters P-glycoprotein and MRP2 were detected at the canalicular pole of HepaRG cells. Moreover, saturable uptake of reference substrates for the sinusoidal transporters sodium-taurocholate cotransporting polypeptide, OATPs and OCT1 and canalicular secretion of reference substrates for the efflux transporters bile salt export pump and MRP2 were observed. This polarized and functional expression of various sinusoidal and canalicular transporters in HepaRG cells highlights the interest of using these hepatoma cells in xenobiotic transport studies. 
Immunofluorescence analyses were performed as previously described (Vee et al., indicated that uptakes of these substrates were linear over these periods (data not shown).
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After washing in phosphate-buffered saline, cells were lyzed and accumulation of human hepatocytes (Fig. 2) ; mRNA levels of MRP1, MRP4 and MRP5, which are very (BSEP/ABCB11) were down-regulated (Fig. 3) .
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To more globally characterize drug transporter expression in HepaRG cells and human HepaRG cells (Fig. 5B ). In the same way, the canalicular ABC transporters MDR1/P- (Fig. 2) , has however likely to be additionally taken into consideration for 300 E3S influx in HepaRG cells. By contrast, a role for OATP1B3 may be discarded, since this 301 transporter is only present at a very low level in HepaRG cells (Fig. 2) . TEA uptake was also 302 found to be saturable in HepaRG cells (Fig. 6A) , with however a K m value (1.44 mM) higher hepatoma cells when compared to freshly isolated human hepatocytes (Fig. 3) . Interestingly, Gripon, P., Rumin, S., Urban, S., Le Seyec, J., Glaise, D., Cannie, I., Guyomard, C., Lucas, J., 
